The first wave of European Best Practice Guidelines (EBPG) in haemodialysis was completed in spring 2002 and was published in November 2002 in Supplement 7 of Volume 17 of Nephrology, Dialysis and Transplantation [1] . This issue contained the guidelines on: (i) measurement of renal function, when to refer and when to start dialysis; (ii) haemodialysis adequacy; (iii) biocompatibility; (iv) dialysis fluid purity; (v) chronic intermittent haemodialysis and prevention of clotting in the extracorporeal system; (vi) haemodialysis-associated infection and (vii) vascular disease and risk factors.
From the start of the development procedure of the first wave, it had been decided that a second wave would follow, dealing with a remaining number of topics of interest. The first meeting of the work group responsible for the writing process was held on 8 April 2003.
The following topics were to be dealt with: (i) intradialytic haemodynamic instability; (ii) vascular access; (iii) malnutrition and acidosis and (iv) dialysis strategies.
Two other topics had originally been planned as well, but were abandoned at this early stage: (i) interdialytic hypertension, because it appeared that the Kidney Diseases Outcomes Quality Initiatives (K/DOQI), the body responsible for the generation of nephrological guidelines for the National Kidney Foundation (NKF) in the United States, was planning at that moment to produce extensive guidelines on this topic, as a section of the 'Clinical practice guidelines for cardiovascular disease in dialysis patients'; in spring 2003 the K/DOQI were already far advanced in the preparation of these guidelines which were due for the beginning of 2005; (ii) Bone disease and mineral metabolism, because K/DOQI was on the verge of finalizing guidelines on this topic, whereas also the Kidney Disease: Improving Global Outcomes (KDIGO) initiative, a new emerging organization aiming at harmonization of guidelines worldwide and at producing new global guidelines, was preparing a consensus on the topic as well [2] .
In June 2003, during the World Congress of Nephrology (WCN) in Berlin, representatives of the K/DOQI, KDIGO and EBPG met to discuss these issues. It was decided to offer the EBPG work group ample opportunity to have an input on the sections on interdialytic hypertension in the upcoming clinical practice guidelines for cardiovascular disease in dialysis patients of K/DOQI. As the latter were planned to contain recommendations on intradialytic haemodynamic instability as well, it was likewise decided that the EBPG work group would have an input in the generation of these recommendations as well. Since EBPG was planning specific and extended guidelines on this topic, however, rather than recommendations, and had the intension to cover a broader spectrum of questions based on a more extended literature review, it was decided to continue the foreseen development of guidelines on intradialytic haemodynamic instability by the EBPG.
While starting the guideline development, it was decided to abandon the concept followed during the previous wave, where each topic was covered by one work group member, under peer review by the entire work group. For the upcoming wave, it was decided to compose subgroups with 3 to 4 experts, each with a chairman, having a coordinating role. The concept of peer review by the entire work group during the whole development process was, however, maintained. It was also decided that the work group on malnutrition would contain a dietician, and that the subgroup on vascular access would contain a vascular surgeon and an interventional radiologist. Furthermore, it was taken into account that the Vascular Access Society had published recommendations on vascular access, and care was taken to include members in the subgroup on vascular access, who had taken part in the development of these recommendations as well.
The work group was composed after approval of its members by the European Renal AssociationEuropean Dialysis and Transplantation Association (ERA-EDTA) ( Table 1) .
Each guideline was divided into a number of major subheadings (Table 2) .
It was further decided to abandon the previous concept of performing our own literature searches by Reference Manager, based on pre-defined keywords, as chosen by the entire work group. Instead, it was decided to outsource the literature searching to a neutral third party, the Cochrane Renal Group (CRG). The search strategies were based on a series of clinical questions, formulated by each work group (Table 3) . Each question was further defined by keywords relating to: (i) population of interest; (ii) intervention; (iii) comparison (if any); (iv) outcome(s) of interest and (v) preferred methodology ( Table 4 ). The final search strategies, 80 in all, were carried out in mid-2004 on Medline (Ovid interface) using MeSH terms and textwords based on the keywords provided (Table 5 ). The searchers consulted work group chairpersons when necessary to clarify questions and keywords. Each search was rerun in June 2005 to ensure that the most recent literature was provided to the guideline work groups. The CRG specialized register of randomized controlled trials in nephrology, and the Cochrane library database of Publications on children and adolescents, and on acute renal failure (ARF) were excluded, as well as conference abstracts, editorials and letters. Any publications not conforming to the study designs included in these were also excluded.
It was decided to grade publications according to the evidence levels I-IV provided by the National Health and Medical Research Council (Australia) ( Table 6) , rather than to use the previous system of levels A-C. In addition, an evidence level 'opinion' was obtained as an option for useful recommendations answering relevant questions, for which useful evidence was lacking.
The references retrieved from Medline and the CRG's specialized register were screened by the searchers according to the above criteria, then graded according to the evidence levels, coded with the relevant question number and entered into Reference Manager 10 databases that were emailed to the work groups. Each chairperson gave a final screening of the references for relevance. References not provided by CRG, but considered relevant by all members of each work group were added to the databases.
All references included in the database had to be used for the guideline development.
To correct for differences in quality among different used references, it was further decided to adhere to a quality assessment system. In May 2004, the READER system was selected by the group [3] (Table 7) ; this scoring system was developed earlier than the GRADE-system which was adopted early in 2005 by KDIGO and K/DOQI [4] .
A drawback of the READER system is that it attributes a higher level of quality to controlled studies, even if they are of minor quality (e.g. underpowered), as compared with non-controlled studies of potentially better quality. The GRADE system offers a solution to this problem, by upgrading high quality non-controlled Table 5 . Search strategy in Medline (Ovid) for malnutrition group question: What is the average nutritional status in maintenance haemodialysis patients? Table 6 . Evidence levels (previous and current system). Reproduced with permission from The American Journal of Clinical Nutrition. Sound scientific paper with minor faults 9 Scientifically sound paperstudies and down-grading low quality controlled studies. As the work group had started the scoring process already when the GRADE system was implemented by KDIGO, it was considered impossible to restart and repeat the scoring procedure, and it was decided to use a modified READER system, whereby a similar philosophy of up-grading and down-grading was applied as in the GRADE system.
Before starting the scoring, the process was trained by the whole group in a plenary session, whereby four randomly chosen publications per guideline topic were discussed by all the members together. The publication drafts had been distributed to all the members in advance. The aim was to come to a homogeneous scoring process. Hard evidence (level I-II) was only attributed if enough controlled studies and/or metaanalyses of good quality were available to endorse the guideline.
The hardcopies of the references retained for the final reference databases were distributed among the respective subgroup members. Guidelines and their rationales were developed within each subgroup, and then submitted to internal review, first within the subgroups, and then among all work group members.
By 12 June 2006, the preliminaty drafts of the guidelines were distributed among several experts as external reviewers, both inside and outside Europe. Six expert reviewers were chosen and approved per topic by the entire commission (Table 8) . Per topic, at least two of the six selected experts were nonnephrologists and two of the six were non-Europeans (preferably, if possible, one reviewer was nonAmerican, because the guidelines were to be submitted separately for review to K/DOQI as well).
At the same time, the drafts were also posted on the website of ERA-EDTA, and all ERA-EDTA members were contacted by e-mail, announcing this and encouraging them to review. Finally, the guidelines were also sent to K/DOQI, the International Society of Nephrology (ISN), the European Dialysis and Transplantation Nurses Association/European Renal Care Association (EDTNA/ERCA), the EDTNA/ ERCA dieticians interest group, the British Dietetic Association Renal Nutrition Group, the European Society for Clinical Nutrition and Metabolism (ESPEN) and the European Kidney Patients' Federation (CEAPIR). These organizations were asked to distribute the guidelines among experts of their choice within their own organization, again for review.
This external review process was finalized as of 29 July 2006, and the definitive texts were submitted for publication as of 15 December 2006.
